Research Laboratory, IBIMA-Regional University Hospital of Malaga-UMA, M alaga, Spain. RATIONALE: Nonsteroidal anti-inflammatory drugs (NSAIDs), one of the most highly consumed medicines, are among the main triggers of drug hypersensitivity reactions. Clinical phenotypes induced by NSAIDshypersensitivity include aspirin (or NSAIDs)-exacerbated respiratory disease (AERD), in patients with underlying rhinitis and/or asthma with/ without nasal polyposis, and aspirin-induced acute urticaria/angioedema (AIAU) in otherwise healthy individuals. It is thought that cyclooxygenase-1 (COX-1) inhibition shunts the arachidonic acid metabolism towards the synthesis of cysteinil-leukotrienes, which in turn elicit a reaction in susceptible individuals. Such susceptibility may be influenced by genetic variants, which have mainly been studied in AERD although AIUA is most frequent. We evaluated the overall genetic variability in the COX-1 encoding gene PTGS1 (prostaglandin-endoperoxide synthase 1) and its inducible isoenzyme, the COX-2 encoding gene, PTGS2, in AIUA patients. METHODS: We included 269 AIUA patients and 300 aspirin-tolerant controls with no significant age and sex differences. Twelve tagging single nucleotide polymorphisms (tSNPs) in PTGS1 and 9 in PTGS2 were selected, using European population's data available from the 1000 Genomes Project. Genotyping was performed using the iPlex Sequenom MassArray technology. RESULTS: Two tSNPs in PTGS1 (rs10306194 and rs1330344) were statistically associated with AIUA (corrected p-values of 0.014 and 0.019, respectively). In addition, other 2 variants in PTGS1 (rs3119773 and rs76942325) and one in PTGS2 (rs689467) were marginally associated. CONCLUSIONS: Our results suggest a role for UTR PTGS1 variants in AIUA, possibly by affecting gene expression. However, further studies are required to replicate these associations and to shed light on the molecular basis underlying these associations.
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Ehlers-Danlos Syndrome is associated with Idiopathic Urticaria -a Retrospective Study Robert J. Szalewski, MD 1 , and Benjamin P. Davis, MD 2 ; 1 University of Iowa Hospitals and Clinics, Iowa City, IA, 2 UIHC, Iowa City, IA. RATIONALE: Ehlers-Danlos syndrome (EDS) is a genetic disorder of the connective tissues of the body, with joint hypermobility (Type 3) being the most common. Mast cells reside in the connective tissues of the body. Multiple case reports and case series have reported an association between EDS and mast cell disorders. To investigate this connection more robustly, we reviewed the electronic medical record at a large institution. We hypothesized that symptoms and signs commonly associated with mast cell disorders (specifically urticaria) are more prevalent in patients with EhlersDanlos than in the general population. METHODS: A retrospective chart review was conducted using the Informatics for Integrating Biology and the Bedside (i2b2) program through the University of Iowa Hospitals and Clinics. De-identified patient data was obtained using a database of over 2 million patients. Search criteria included key terms such as urticaria and Ehlers-Danlos. Fully identified data was requested on a subset of patients matching the search criteria, and the data was analyzed using odds ratios. Only patients with idiopathic urticaria (chronic or recurrent) that have been formally diagnosed with Ehlers-Danlos by the genetics department were included in the study. RESULTS: There was a statistically significant increase in prevalence of idiopathic urticaria in patients with Ehlers-Danlos compared to random cooccurrence of the two disorders in the general population (OR 5.88 Fujimura Animal Hospital, Osaka, Japan, 5 Tokyo University of Marine Science and Technology, Tokyo, Japan. RATIONALE: Canine atopic dermatitis (AD) is clinically similar to human AD, implicating it as a useful model of human allergic diseases. The allergenic properties of fish in canine AD have not yet been analyzed. This study aimed to investigate IgE reactivity to crude as well as purified cod allergens in dogs with canine AD, and to identify the allergenic components of cod fish. METHODS: Reactivity of specific IgE to crude cod antigen in the sera of 179 dogs with canine AD was evaluated using ELISA and immunoblott analysis. Parvalbumin, collagen (Sakaguchi et al. JACI 106:579-84,2000) and tropomyosin (Miyazawa et al. JACI 98:948-53,1996) , to which human patients with allergies have shown IgE reactivity, were isolated from Pacific cod (Gadus macrocephalus) fish. RESULTS: Twenty (36/179) percent of the dogs with canine AD had specific IgE to crude cod antigen. Of the 36 dogs sensitive to crude cod allergen, 9 (25%) had specific IgE to parvalbumin, 14(39%) had specific IgE to collagen, and 18 (50%) had specific IgE to tropomyosin. These results were validated by immunoblot analysis that detected IgE reactivity of sera of dogs with specific IgE to the aforementioned allergens. CONCLUSIONS: The dogs in this study showed IgE reactivity to crude cod allergens, parvalbumin, collagen, and tropomyosin, similar to those in humans. Thus, this study suggests that the dog might be the best model to study IgE reactivity to fish allergens in human allergic diseases.
